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NOTICE 

NOTICE OF MEETING - THE HEALTH OF BIOMEDICAL RESEARCH INSTITUTIONS 

P.T. 42; K.W. 1014002, 0710030 

-* b m /  Nat iona l  I n s t i t u t e s  o f  Heal th  

Not ice  is hereby  g iven  t h a t  t h e  Na t iona l  I n s t i t u t e s  o f  Hea l th  ( N I H )  w i l l  h o l d  
t h e  f i f t h  and s i x t h  meet ings o f  a series o f  seven r e g i o n a l  p u b l i c  b r i e f i n g
meet ings t o  be conducted under t h e  a u s p i c e s  o f  t h e  Advisory Committee t o  t h e  
D i r e c t o r ,  N I H ,  on “The Heal th  of Biomedical Research I n s t i t u t i o n s  .‘I The 
purpose o f  t h e  meet ings is two-fold: 

1 	t o  p rov ide  c u r r e n t  in format ion  concern ing  t h e  a c t i v i t i e s  o f  t h e  N I H  
by d e s c r i b i n g  t h e  broad p o l i t i c a l  con tex t  i n  which t h e  N I H  
o p e r a t e s ,  d i s c u s s i n g  t h e  Federa l  budget p rocess  as it affects  t h e  
fo rmula t ion  of t h e  N I H  budget,  demonst ra t ing  r e c e n t  t r e n d s  i n  t h e  
funding  o f  N I H  programs, d i s c u s s i n g  t h e  broad s t r a t e g i e s  adopted by
N I H  t o  meet emerging needs,  and d e s c r i b i n g  new N I H  p o l i c i e s  and 
programs des igned  t o  achieve  program o b j e c t i v e s ;  and 

2 	 t o  s o l i c i t  th rough p u b l i c  tes t imony t h e  views o f  biomedical  
r e s e a r c h e r s ,  u n i v e r s i t y  f a c u l t y  and a d m i n i s t r a t o r s ,  r e p r e s e n t a t i v e s
o f  p r o f e s s i o n a l  s o c i e t i e s ,  and o t h e r  i n t e r e s t e d  p a r t i e s  concern ing
t h e  impact o f  t h e  Fede ra l  system o f  sponsored r e s e a r c h  on t h e  
h e a l t h  of biomedical  r e s e a r c h  i n s t i t u t i o n s .  

The f i f t h  meet ing w i l l  be  h e l d  on Thursday, February 18, 1988 from 9 : 0 0  a . m .  
t o  4:30 p.m. a t  t h e  U n i v e r s i t y  o f  Texas Southwestern Medical Center  a t  Dallas,
D a l l a s ,  Texas.  The s i x t h  w i l l  be h e l d  on February 19, 1988 from 9 : 0 0  a . m .  t o  
4:30 p.m. a t  t h e  Emory Un ive r s i ty  School o f  Medicine, A t l a n t a ,  Georgia .
Not ice  o f  t h e  t i m e  and l o c a t i o n  of  t h e  f i n a l  meet ing w i l l  be  pub l i shed  l a t e r .  

Fol lowing a p r e s e n t a t i o n  by t h e  D i r e c t o r ,  N I H ,  a pane l  comprised of members o f  
t h e  Advisory Committee t o  t h e  D i r e c t o r ,  N I H ,  r e p r e s e n t a t i v e s  of N I H  n a t i o n a l  
adv i so ry  c o u n c i l s ,  i n s t i t u t e  d i r e c t o r s ,  and o t h e r  s e n i o r  N I H  s t a f f  w i l l  spend
t h e  remainder  o f  t h e  day r e c e i v i n g  tes t imony from p u b l i c  w i tnes ses .  Each 
wi tnes s  w i l l  be l i m i t e d  t o  a maximum of  t e n  minutes .  Attendance and t h e  
number of  p r e s e n t a t i o n s  w i l l  be  l i m i t e d  t o  t h e  t i m e  and space  a v a i l a b l e .  

‘u+-.+ 	 Consequently,  a l l  i n d i v i d u a l s  wishing t o  a t t e n d  o r  to p r e s e n t  a s t a t emen t  a t  
t h i s  p u b l i c  meet ing should  n o t i f y ,  i n  w r i t i n g :  

J a y  Moskowitz, Ph.D. 

Execut ive  S e c r e t a r y ,  Advisory Committee t o  t h e  D i r e c t o r  

Nat iona l  I n s t i t u t e s  o f  Heal th  

Shannon Bui ld ing ,  Room 137 

Bethesda,  Maryland 20892 

Telephone: ( 3 0 1 )  496-3152 


Those planning to make a p r e s e n t a t i o n  should  f i l e  a one-page summary o f  t h e i r  

remarks wi th  D r .  Moskowitz by January  22, 1988; a copy of t h e  f u l l  t e x t  o f  

t h e s e  remarks should  be submi t ted  f o r  t h e  r e c o r d  a t  t h e  t ime of t h e  meet ing. 

P l e a s e  i n d i c a t e  which of t h e  two meet ings you p l a n  t o  a t t e n d .  Add i t iona l  

i n fo rma t ion  may be ob ta ined  by c a l l i n g :  


Mr. Edward Lynch

D i v i s i o n  o f  Program Ana lys i s 

O f f  ice o f  Program Planning  and Evalua t ion  

Nat iona l  I n s t i t u t e s  o f  Heal th  

Shannon Bui ld ing ,  Room 233 

Bethesda, Maryland 20892 

Telephone: (301)  496-4418 
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DATED ANNOUNCEMENTS (RFPs AND RFAs AVAILABLE) 

TOXICOLOGY OF POTENTIAL ANTICONVULSANT DRUGS 


RFP AVAILABLE: NIH-NINCDS-88-05 


P.T. 3 4 ;  K.W. 0740010, 1007009 


Nat iona l  I n s t i t u t e  o f  Neurologica l  and Communicative Di so rde r s  and S t r o k e  


The Na t iona l  I n s t i t u t e  o f  Neurologica l  and Communicative Di so rde r s  and S t r o k e  

(NINCDS) h a s  a requirement  f o r  con t inu ing  t h e  e v a l u a t i o n  o f  t h e  tox ico logy  o f  

p o t e n t i a l  a n t i c o n v u l s a n t  d rugs  i n  ra t s ,  dogs o r  monkeys. 


The Ep i l epsy  Branch, D iv i s ion  of Convulsive,  Developmental, and Neuromuscular 

Disorde r s  o f  t h e  Na t iona l  I n s t i t u t e  o f  Neurologica l  and Communicative 

Disorde r s  and S t r o k e  conducts  an  e x t e n s i v e  A n t i e p i l e p t i c  Drug Development

(ADD) Program aimed a t  i d e n t i f y i n g  p o t e n t i a l l y  new a n t i e p i l e p t i c  a g e n t s  t o  b e  

used i n  man. T h i s  program employs a s t epwise  approach u t i l i z i n g  a s y s t e m a t i c 

series o f  s c reen ing  tests and d e c i s i o n  s t e p s  t o  advance cand ida te  compounds

th rough t h e  s t a g e s  o f  p r c c l i n i c a l  and c l i n i c a l  development.  Those compounds

which demonst ra te  t h e r a p e u t i c  i n d i c e s  a r e  advanced t o  subchronic  o r a l  t o x i c i t y 

s t u d i e s  i n  e i t h e r  r a t ,  dug, o r  monkey. Th i s  t o x i c i t y  p r o j e c t  p rov ides  t h e  

necessa ry  s a f e t y  in fo rma t ion  from a c u t e  and ch ron ic  s t u d i e s  i n  animal s p e c i e s 

r e q u i r e d  by t h e  FDA. 


The Con t rac to r  w i l l  be  r e s p o n s i b l e  f o r  performing dose-range f i n d i n g  s t u d i e s  

and f u l l y  a u d i t e d  GLP subchronic  s t u d i e s  l a s t i n g  e i t h e r  30 days o r  13  weeks. 

The dose-range f i n d i n g  s t u d i e s  w i l l  c o n s i s t  of hematology, c l i n i c a l  chemis t ry ,  

necropsy,  and t i s s u e  c o l l e c t i o n .  Microscopic  examinat ion o f  f i x e d  t i s s u e  w i l l  

be done when warran ted  by t h e  d a t a .  The Good Laboratory P r a c t i c e s  (GLP)

subchronic  s t u d i e s  w i l l  c o n s i s t  of t h r e e  dos ing  groups and a v e h i c l e  c o n t r o l .  

Hematological and c l i n i c a l  chemis t ry  parameters ,  u r i n a l y s i s  and o p h t h a l o g i c a l 

examinat ions s h a l l  be performed. Microscopic  examinat ion o f  t i s s u e s  c o l l e c t e d  

from a l l  an imals  i n  t h e  s tudy  w i l l  b e  c a r r i e d  o u t .  


Prospec t ive  o f f e r o r s  a r e  advised  t h a t  t h i s  requirement  r e p r e s e n t s  a 

r ecompe t i t i on  o f  work c u r r e n t l y  be ing  performed under NINCDS Cont rac t  No. 

N01-NS-3-2358 wi th  Hazleton Labora to r i e s  America, I n c .  


The Government a n t i c i p a t e s  one c o n t r a c t  award f o r  a performance p e r i o d  o f  

f i v e  ( 5 )  y e a r s .  


RFP NIH-NINCDS-88-05 w i l l  be a v a i l a b l e  on December 31, 1987. Responses w i l l  

be due by March 1 ,  1988. 


To r e c e i v e  a copy of t h e  RFP, p l e a s e  supply  t h i s  o f f i c e  wi th  two ( 2 ) 

se l f - addres sed  ma i l ing  l a b e l s .  Requests  must c i t e  t h e  RFP number r e fe renced  

above. A l l  r e s p o n s i b l e  sou rces  may submit a p roposa l  which w i l l  be  cons ide red  

by t h e  agency. The RFP package w i l l  be  a v a i l a b l e  upon r e q u e s t  t o :  


Cont rac t ing  Officer, Con t rac t s  Management Branch, NINCDS,

Nat iona l  I n s t i t u t e s  o f  Heal th  

Federa l  Bui ld ing ,  Room 901 

7550 Wisconsin Avenue 

Bethesda, Maryland 20892 


STUDIES OF THE ELECTROCHEMISTRY OF STIMULATING ELECTRODES 


RFP AVAILABLE: NIH-NINCDS-88-02 


P.T. 3 4 ;  K . W .  0740050, 0710050 


Nat iona l  I n s t i t u t e  o f  Neurologica l  and Communicative Di so rde r s  and S t r o k e  


The Na t iona l  I n s t i t u t e  o f  Neurologica l  and Communicative Di so rde r s  and S t r o k e  

has  a requirement  t o  develop m a t e r i a l s  f o r  u se  i n  n e u r a l  s t i m u l a t i n g 

e l e c t r o d e s ,  t o  e v a l u a t e  t h e  e l ec t rochemica l  p rocesses  t h a t  occur  a t  t h e  

e l e c t r o d e - e l e c t r o l y t e  i n t e r f a c e  du r ing  p u l s i n g  regimens c h a r a c t e r i s t i c  of  

n e u r a l  p r o s t h e t i c  a p p l i c a t i o n s ,  and t o  apply  t h e s e  f i n d i n g s  t o  t h e  f a b r i c a t i o n  

o f  p ro to type  n e u r a l  s t i m u l a t i n g  e l e c t r o d e s .  


O f f e r o r s  must have expe r i ence  i n  t h e  e l e c t r o c h e m i s t r y  o f  e l e c t r o n  conduct ing 

e l e c t r o d e s  and charge  i n j e c t i o n  i n t o  i o n i c  e l e c t r o l y t e s .  


-am­

__ 
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T h i s  requirement  r e p r e s e n t s  t h e  r ecompe t i t i on  of a c u r r e n t  c o n t r a c t  w i th  E I C  
Labora to r i e s ,  I n c . ,  and t h e  incumbent is  expec ted  t o  r eapp ly .  

Th i s  is an  announcement o f  an  a n t i c i p a t e d  Request f o r  P roposa l s .
RFP-NIH-NINCDS-88-02 w i l l  be i s s u e d  on o r  about  December 28, 1987, w i th  a 
c l o s i n g  d a t e  f o r  r e c e i p t  of p r o p o s a l s  se t  f o r  February 29? 1988. 

*1'1111 	 To r e c e i v e  a copy o f  t h e  RFP, p l e a s e  supply  t h i s  o f f i c e  wi th  two 
se l f - addres sed  ma i l ing  l a b e l s .  A l l  r e s p o n s i b l e  sou rces  may submit a p roposa l
which w i l l  be  cons ide red  by t h e  agency. The RFP package w i l l  b e  a v a i l a b l e  
upon r e q u e s t  t o :  

Con t rac t ing  Officer, Con t rac t s  Management Branch, NINCDS 

Nat iona l  I n s t i t u t e s  o f  Heal th  

Federa l  Bui ld ing ,  Room 901 

7550 Wisconsin Avenue 

Bethesda,  Maryland 20892 


NATIONAL COLLABORATIVE DIAGNOSTIC I M A G I N G  TRIAL PROJECTS 


RFA AVAILABLE: 88-CA-02 


P.T. 34; K.W. 0706030, 0755015, 0715035 


Nat iona l  Cancer I n s t i t u t e  


Appl i ca t ion  Rece ip t  Date: March 11, 1988 


The Div i s ion  o f  Cancer Treatment (DCT) o f  t h e  Na t iona l  Cancer I n s t i t u t e  ( N C I ) 

i n v i t e s  a p p l i c a t i o n s  f o r  coope ra t ive  agreements f o r  p a r t i c i p a t i o n  i n  t h e  

Nat iona l  C o l l a b o r a t i v e  Diagnos t ic  Imaging T r i a l  P r o j e c t s .  The o b j e c t i v e s  of 

t h e  p r e s e n t  p roposa l  are t o  conceive new approaches f o r  t h e  development and 

implementat ion o f  n a t i o n a l  Cooperat ive t r i a l s  c a r r i e d  o u t  by m u l t i p l e 

i n s t i t u t i o n s  u s i n g  t h i s  approach t o  develop new a lgo r i thms  f o r  t h e  a p p r o p r i a t e 

s e q u e n t i a l  u s e  o f  t h e  most advanced imaging procedures  t o  diagnose,  s t a g e  and 

monitor  mal ignant  d i s e a s e .  


The decades o f  t h e  1970s and 1980s have been c h a r a c t e r i z e d  by s p e c t a c u l a r 

t e c h n i c a l  advances i n  medical imaging, p a r t i c u l a r l y  t h o s e  a p p l i e d  t o  tumor 

d e f i n i t i o n  and c h a r a c t e r i z a t i o n .  These t e c h n o l o g i e s  have now developed t o  t h e  


- b m d  	 s t a g e  where a c l e a r  i d e n t i f i c a t i o n  o f  t h e  r e l a t i v e  r o l e s  o f  each d i a g n o s t i c
modal i ty  i n  t h c  d i a g n o s i s  and s t a g i n g  o f  cancer  is warranted.  To d a t e ,  most 
comparat ive s t u d i e s  e v a l u a t i n g  imaging t e c h n o l o g i e s  have been based a t  a 
s i n g l e  i n s t i t u t i o n  and have involved small numbers o f  cases making t h e i r  
r e s u l t s  o f t e n  equ ivoca l  and n o t  a p p l i c a b l e  i n  l a r g e - s c a l e  p a t i e n t  care 
s e t t i n g s .  

D iagnos t i c  Imaging procedures  c o s t  i n  excess  o f  t e n  b i l l i o n  d o l l a r s  annua l ly ,
r e p r e s e n t i n g  approximately 3 pe rcen t  o f  t h e  t o t a l  h e a l t h  care monies expended
i n  t h e  United S t a t e s .  It is a l s o  claimed t h a t  n e a r l y  30 p e r c e n t  o f  t h e s e  
imaging s t u d i e s  a r e  i n a p p r o p r i a t e l y  a p p l i e d  o r  unnecessary.  I n  1983, i n  
excess o f  two b i l l i o n  d o l l a r s  was expended i n  c a p i t a l  equipment a c q u i s i t i o n  i n  
t h e  d i a g n o s t i c  f i e l d ,  no t  i nc lud ing  s u p p l i e s ,  s e r v i c e  or replacement  p a r t s .
(Source:  Hambrecht and Q u i s t  estimates, Diagnos t i c  Imaging (Nov. 1984.)  

A m u l t i - i n s t i t u t i o n a l  c o l l a b o r a t i v e  c l i n i c a l  t r i a l s  group was funded i n  1987 
by N C I  t o  a s s e s s  t h e  r e l a t i v e  r o l e  of each imaging modal i ty  i n  cancer 
management o f  carcinomas of  t h e  p r o s t a t e  and lung .  

The o b j e c t i v e  o f  t h i s  RFA is t o  suppor t  m u l t i c e n t e r  coope ra t ive  c l i n i c a l  
t r i a l s  t o  de te rmine  t h e  most e f f e c t i v e  imaging procedures  r e q u i r e d  t o  s t a g e
and monitor pancreas  and c o l o r e c t a l  carcinomas.  The s u c c e s s f u l  a p p l i c a n t s
w i l l  j o i n  t h e  on-going c o l l a b o r a t i n g  i n s t i t u t i o n s  a l r e a d y  funded by N C I  as t h e  
Radio logic  Diagnos t i c  Oncology Group ( R D O G ) ;  (86-CA-10). 

It  is  a n t i c i p a t e d  t h a t  approximately e i g h t  t o  t e n  s c i e n t i f i c a l l y  m e r i t o r i o u s  
a p p l i c a t i o n s  can be funded. 

The l a b e l  a v a i l a b l e  wi th  t h e  9/86 r e v i s i o n  of a p p l i c a t i o n  398 must be a f f i x e d  
t o  t h e  bottom of t h e  face page.  F a i l u r e  t o  use  this l a b e l  could  r e s u l t  i n  
de layed  p rocess ing  o f  your a p p l i c a t i o n  such t h a t  it may n o t  r e a c h  t h e  review 
committee i n  t i m e  f o r  review.  
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Request f o r  c o p i e s  o f  t h e  complete RFA should  be addressed  t o :  


D r .  Matti Al-Aish, Deputy Chief 

Diagnos t i c  Imaging Research Branch 

Radia t ion  Research Program

Nat iona l  Cancer I n s t i t u t e  

Nat iona l  I n s t i t u t e s  o f  Heal th  

Landow Bui ld ing ,  Room 8CO9 

Bethesda, Maryland 20892 

Telephone: (301) 496-9531 


CYSTIC FIBROSIS RESEARCH CENTERS 


RFA AVAILABLE: 88-DK-07 


P.T. 0 4 ;  K.W. 0755030, 0765035, 0415000, 0715165, 0790005, 1002008, 1002019 


Nat iona l  I n s t i t u t e  o f  Diabe tes  and Diges t ive  and Kidney Diseases 

Nat iona l  Heart, Lung, and Blood I n s t i t u t e  
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The Div i s ion  o f  D iabe te s ,  Endocrinology, and Metabol ic  Diseases of t h e  

Nat iona l  I n s t i t u t e  o f  Diabe tes  and Djges t ive  and Kidney Diseases ( N I D D K )  and 

t h e  Div i s ion  o f  Lung Diseases  o f  t h e  Na t iona l  Hear t ,  Lung, and Blood I n s t i t u t e  

( N H L B I )  announce a n a t i o n a l  compet i t ion  f o r  awards t o  e s t a b l i s h  a l i m i t e d  

number o f  C y s t i c  F i b r o s i s  Research Cen te r s  f o r  t h e  purpose o f  i n v e s t i g a t i n g 

t h e  e t i o l o g y ,  pathophysiology,  and t r e a t m e n t  o f  c y s t i c  f i b r o s i s .  


BACKGROUND 

C y s t i c  f i b r o s i s  (CF) i s  t h e  most common l e t h a l  g e n e t i c  d i s o r d e r  i n  t h e  
Caucasian popu la t ion .  I t  is i n h e r i t e d  a s  an  autosomal recessive t r a i t  and 
many p a t i e n t s  d i e  w i t h i n  tlie first two decades of  l i f e .  The c l i n i c a l  syndrome 
appea r s  a s  a g e n e r a l i z e d  dys func t ion  o f  exoc r ine  g l ands  o r  e p i t h e l i a l  s u r f a c e s  
and i s  c h a r a c t e r i z e d  by e l e v a t e d  sweat e l e c t r o l y t e s ,  s e c r e t i o n  o f  h i g h l y
v i s c o u s  mucus, pulmonary i n f e c t i o n s ,  and p r o g r e s s i v e  loss o f  f u n c t i o n  i n  t h e  
lungs ,  pancreas ,  l i v e r ,  i n t e s t i n e s ,  and o t h e r  o rgans .  

The CF gene has been l o c a l i z e d  t o  wi th in  300 ,000  DNA base  p a i r s  o f  a 
gene-l inkage marker on t h e  long  arm of  chromosome 7 .  Research e f f o r t s  a r e  now 
focused  on i d e n t i f y i n g  tlie CF gene and t h e  p r o t e i n  which it encodes.  It is 
hoped t h a t  i s o l a t i o n  o f  t h e  d e f e c t i v e  gene r e s p o n s i b l e  f o r  c y s t i c  f i b r o s i s  
w i l l  e l u c i d a t e  t h e  unde r ly ing  biochemical  d e f e c t c s ) .  It i s  a l s o  hoped t h a t  
i d e n t i f i c a t i o n  of t h e  CF gene w i l l  l e a d  t o  methods o f  i d e n t i f y i n g  i t s  
asymptomatic c a r r i e r s  and u l t i m a t e l y  t o  a neona ta l  s c reen ing  t echn ique  f o r  t h e  
g e n e r a l  popu la t ion .  Research i n  CF has  l e d  t o  t h e  hypo thes i s  t h a t  a 
d iminished  n e g a t i v e  ion  p e r m e a b i l i t y  i n  t h e  d i s t a l  sweat duc t  u n d e r l i e s  t h e  
e l e v a t e d  sweat c o n c e n t r a t  i o n s  o f  sodium c h l o r i d e  cons idered  d i a g n o s t i c  f o r  t h e  
d i s e a s e .  It is now t h e r e f o r e  p o s t u l a t e d  t h a t  i n  normal ce l l s  c h l o r i d e  fo l lows  
sodium p a s s i v e l y  v i a  a chlor ide/bicarbonat :e  exchange o r  by a c h l o r i d e  i o n  
channe l ,  I n  CF, t h i s  a n t i p o r t / c h a n n e l  o r  i t s  r e g u l a t i o n  i s  d e f e c t i v e ,  
r e s u l t i n g  i n  sodium on ly  be ing  p a r t i a l l y  reabsorbed ,  r e s u l t i n g  i n  h i g h  sodium 
i o n  and c h l o r i d e  i o n  and low b ioca rbona te  i o n  i n  t h e  sweat d u c t  lumen. Recent 
r e s u l t s  sugges t  t h a t  t h e  problem i n  cys t ic  f i b r o s i s  r e l a t e s  n o t  t o  t h e  
presence  o r  absence o f  t h e  c h l o r i d e  ion  conductance bu t  t o  t h e  r e g u l a t i o n  o f  
t h i s  conductance by a c y c l i c  AEIP dependent p r o c e s s .  

These r a p i d  advances were made p o s s i b l e  by a p p l i c a t i o n  o f  new s t a t e - o f - t h e - a r t  
t echn iques  o f  molecular  and c e l l  b io logy  t o  t h e  s tudy  o f  CF. With suppor t
through C y s t i c  F i b r o s i s  Research Cen te r s ,  s c i e n t i s t s  can pursue  e x c i t i n g  
c u r r e n t  o p p o r t u n i t i e s  t o  advance fundamental  unders tanding  o f  t h e  pa thogenes i s
o f  CF and, u l t i m a t e l y ,  t h e r a p y  o f  t h e  d i s e a s e .  

RESEARCH GOALS AND SCOPE 

The o v e r a l l  g o a l  o f  a C y s t i c  F i b r o s i s  Research Center  is t o  s t i m u l a t e  a 
m u l t i d i s c i p l i n a r y  approach aimed a t  promoting advances i n  b a s i c  s c i e n c e  
r e s e a r c h  on t h e  c e l l u l a r  and molecul.ar mechanisms unde r ly ing  c y s t i c  f i b r o s i s  
and t h e  i n t e g r a t i o n  and a p p l i c a t i o n  o f  t h i s  knowledge t o  c l i n i c a l  
i n v e s t i g a t i o n s .  CF Cen te r s  should  have a c e n t r a l  theme t o  which a l l  
c o n s t i t u e n t  p r o j e c t s  r e l a t e  and which s e r v e s  as an  i n t e g r a t i n g  f o r c e  t o  
ach ieve  an o v e r a l l  common g o a l .  Emphasis i n  proposed p r o j e c t s  should  be  on 
t h e  e x p l o r a t i o n  o f  b a s i c  mechanisms unde r ly ing  CF, t h e  e l a b o r a t i o n  o f  new and 
s i g n i f i c a n t  hypotheses ,  and t h e  g e n e r a t i o n  of  novel  s t r a t e g i e s  f o r  approaching 
c u r r e n t  c l i n i c a l  and fundamental  i s s u e s .  
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The scope of r e s e a r c h  t h a t  could  meet t h e  g o a l s  o f  t h e  CF Center  program
jnc ludes :  1 )  i d e n t i f i c a t i o n ,  c lon ing ,  and c h a r a c t e r i z a t i o n  o f  t h e  CF gene and 
i ts  p r o t e i n  product ,  2)  DNA sequence a n a l y s i s  o f  t h e  c loned  gene f o r  
gene ra t ion  o f  s y n t h e t i c  p e p t i d e  a n t i b o d i e s  va luab le  f o r  biochemical  s t u d i e s  
c h a r a c t e r i z i n g  t h e  p r o t e i n  product ,  3) s t u d i e s  aimed a t  d e f i n i n g  e t i o l o g i c a l
f a c t o r s  and pa thogene t i c  mechanism, 4 )  i n v e s t i g a t i o n s  i n t o  t h e  r e l a t i o n s h i p
between t h e  g e n e t i c  d e f e c t  ( s  1 and t h e  r e s u l t i n g  pathophysiology,  5 )
development of o t h e r  r e l i a b l e  phenotypic  markers c h a r a c t e r i s t i c  o f  CF c e l l s  i n  
c u l t u r e ,  b e s i d e s  t h a t  o f  t h e  c u r r e n t l y  a v a i l a b l e  c h l o r i d e  impermeabi l i ty ,  6 )
s t u d i e s  focused on biochemical  and molecular  a s p e c t s  of  t h e  r e g u l a t i o n  o f  
e p i t h e l i a l  i o n  t r a n s p o r t  i n  e p i t h e l i a l  c e l l s  such as c h a r a c t e r i z a t i o n  o f  t h e  
i n t e r m e d i a t e s  involved i n  c h l o r i d e  channel  r e g u l a t i o n ,  7 )  development and 
e v a l u a t i o n  o f  new and/or  improved t h e r a p e u t i c  approaches e f f e c t i v e  i n  
a l l e v i a t i n g  t h e  c l i n i c a l  symptoms o f  t h e  d i s e a s e ,  8 )  e v a l u a t i o n  of gene
replacement  t h e r a p y  o r  a n t i s e n s e  RNA a s  p o s s i b l e  p reven t ion  m o d a l i t i e s ,  9 )
development o f  d i a g n o s t i c  t es t s  u s e f u l  f o r  car r ie r  assessment  and p r e n a t a l
sc reen ing ,  1 0 )  development of  improved c o n d i t i o n s  f o r  r o u t i n e l y  growing and 
passaging  CF c e l l s  and development of immortal ized CF c e l l  l i n e s ,  f a c i l i t a t i n g
s t u d i e s  p r e s e n t l y  hampered by a s c a r c i t y  o f  ce l l s ,  and 1 1 )  e v a l u a t i o n  o f  t h e  
f a c t o r ( s 1  c o n t r i b u t i n g  t o  c h r o n i c  r e s p i r a t o r y  i n f e c t i o n s ,  u s u a l l y  by
Pseudomonas. 

Although t h e  o v e r a l l  o b j e c t i v e  of t h e  CF Center  program is t h e  same f o r  bo th  
o f  t h e  sponsor ing  i n s t i t u t e s ,  t h e  under ly ing  framework by which t h i s  g o a l  can 
be achieved  v a r i e s  somewhat between t h e  two i n s t i t u t e s ,  as does t h e  scope o f  
some o f  t h e  s t u d i e s .  

N I D D K  

The National. I n s t i t u t e  o f  Diabe tes  and Diges t ive  and Kidney Diseases s u p p o r t s
r e s e a r c h  on t h e  e t i o l o g y ,  pathophysiology,  and t r ea tmen t  o f  CF a s  a whole. 
The key e lements  of  N I D D K ’ s  CF Center  program inc lude :  ( 1 )  b a s i c  an d c l i n i c a l  
r e s e a r c h  p r o j e c t s ;  (2 )  r e s e a r c h  c o r e s ,  p rov id ing  sha red  r e s o u r c e s  such as 
t echn iques ,  i n s t rumen t s ,  t i s s u e s ,  p a t i e n t  popu la t ions ,  and r e s e a r c h  seminars;
and (3) p i l o t  and f e a s i b i l i t y  s t u d i e s .  

NHLBI 

The Nat iona l  Heart, Lung, and Blood I n s t i t u t e  suppor t s  r e s e a r c h  on t h e  

e t i o l o g y ,  pathophysiology,  and t r ea tmen t  o f  CF, s p e c i f i c a l l y  as it relates to 

pulmonary m a n i f e s t a t i o n s .  The NHLBI s CF Cen te r s  program c o n s i s t s  of t h r e e  

main components: b a s i c  r e s e a r c h ,  c l j n i c a l  r e s e a r c h ,  and c o r e  u n i t ( s )  des igned  

t o  suppor t  t h e  major s c i e n t i f i c  component(s) .  P i l o t  o r  f e a s i b i l i t y  s t u d i e s , 

i f  t h e y  are inc luded  i n  the  a p p l i c a t i o n ,  must be inco rpora t ed  w i t h i n  r e s e a r c h  

p r o j e c t s .  


MECHANISM OF SUPPORT 


Support  f o r  t h i s  program w i l l  be  th rough a c e n t e r  g r a n t .  Success fu l  

a p p l i c a n t s  w i l l  d i r e c t  and c a r r y  o u t  t h e  c e n t e r ’ s  r e s e a r c h  p r o j e c t s .  However, 

any s u b s t a n t i v e  mod i f i ca t ions  i n  t h a t  program must be mutua l ly  agreed on by

the c e n t e r  d i rec tor ,  t h e  g r a n t e e  i n s t i t u t i o n ,  and t h e  a p p r o p r i a t e  sponsor ing 

i n s t i t u t e  (NIDDK o r  N H L R I ) .  App l i ca t ions  r ece ived  i n  response  t o  t h i s  Cen te r s  

announcement w i l l  be  cons ide red  f o r  assignment t o  bo th  t h e  N I D D K  and NHLBI , 

app ly ing  c u r r e n t  r e f e r r a l  g u i d e l i n e s .  It is a n t i c i p a t e d  t h a t  NIDDK w i l l  

suppor t  two or t h r e e  c e n t e r s  and NHLBI  w i l l  suppor t  one c e n t e r  a t  a l e v e l  n o t  t o  

exceed $800,000 p e r  yea r  p e r  Center ,  i n c l u d i n g  i n d i r e c t  c o s t s .  These 

awards w i l l  be  made f o r  f i v e  y e a r s  and t h e  p r o g r e s s  of each Center  w i l l  b e  

eva lua ted  annua l ly .  


APPLICATION AND REVIEW PROCEDURES 


The a p p l i c a t i o n s  f o r  c e n t e r s  s o l i c i t e d  i n  t h i s  announcement w i l l  be  e v a l u a t e d  

i n  n a t i o n a l  compet i t ion  by a s p e c i a l  review committee.  Deadl ine f o r  t h e  

r e c e i p t  o f  t h e  a p p l i c a t i o n s  w i l l  be  A p r i l  11 ,  1988.  Prospec t ive  a p p l i c a n t s  

a r e  encouraged t o  submit a l e t t e r  of i n t e n t  by March 1, 1988 .  

Appl i ca t ions  deemed by I n s t i t u t e  s ta f f  n o t  to meet t h e  pub l i shed  g u i d e l i n e s 

w i l l  be  judged unacceptab le  and w i l l  be  r e t u r n e d  t o  t h e  a p p l i c a n t .  


Appl i ca t ions  m u s t  be submi t ted  on PIIS Form 398 (Rev. 9 / 8 6 ) .  The t i t l e  

“CYSTIC FIBROSIS RESEARCH CENTERS” and RFA number 88-DK-07 should  be typed  i n  

item 2 on t h e  face page of  t h e  a p p l i c a t i o n .  The o r i g i n a l  and f o u r  c o p i e s  of 

t h e  a p p l i c a t i o n  should  be s e n t  o r  d e l i v e r e d  t o :  


Appl i ca t ion  Rece ip t 

Div i s ion  o f  Research Grants  

Nat iona l  I n s t i t u t e s  o f  Heal th  

Westwood Bui ld ing ,  Room 240 

Bethesda, Maryland 20892XX 
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Two a d d i t i o n a l  c o p i e s  o f  t h e  a p p l i c a t i o n  should  be  s e n t  t o :  


D r .  Anthony Demsey

Chief ,  Review Branch, N I D D K  

Westwood Bui ld ing ,  Room 6 0 4  

Bethesda,  Maryland 20892XX 


INQUIRIES 


P o t e n t i a l  a p p l i c a n t s  must r e q u e s t  CF Center  Gu ide l ines  from: 


Nancy Lamontagne, Ph.D. Susan P.  Banks-Schlegel,  Ph.D. 

C y s t i c  F i b r o s i s  Program D i r e c t o r  Airways Diseases Branch 

N I D D K ,  N I H  NHLBI ,  N I H  

Westwood Bui ld ing ,  Room 607 Westwood Bui ld ing ,  Room 6A15 

Bethesda,  Maryland 208923n Bethesda,  Maryland 20892WX 

Telephone: ( 3 0 1 )  496-4980 Telephone: ( 3 0 1 )  496-7332 


T h i s  program is d e s c r i b e d  i n  t h e  Cata log  o f  Fede ra l  Domestic Ass i s t ance ,  No. 

1 3 . 8 3 8 .  Grants  w i l l  be awarded under t h e  a u t h o r i t y  of t h e  P u b l i c  Heal th  

S e r v i c e  A c t ,  T i t l e  111, S e c t i o n  301 ( P u b l i c  Law 78-410,  a s  amended: 42 USC 

2 4 1 )  and admin i s t e red  under PHS g r a n t  p o l i c i e s  and Fede ra l  Regu la t ions  42 CFR 

p a r t  5 2  and 45 CFR P a r t  7 4 .  T h i s  program is  n o t  s u b j e c t  t o  in te rgovernmenta l 

review requi rements  o f  Execut ive  Order 12372 o r  Heal th  Systems Agency review.  


STATE HUMAN RESOURCE DEVELOPMENT PROGRAM 


P.T. 1 4 ;  K.W. 0780000 

Nat iona l  I n s t i t u t e  of Mental Heal th  

App l i ca t ion  R e c e i p t  Dater February 12, 1988 

The Na t iona l  I n s t i t u t e  o f  Mental Heal th  ( N I M H )  announces t h e  S t a t e  Human 
Resource Development ( S H R D )  Ppogram, E!H-87-23, which awards g r a n t s  t o  enhance 
t h e  c a p a c i t y  of S t a t e  mental  h e a l t h  agenc ie s  t o  improve mental h e a l t h  s e r v i c e s  
by suppor t ing  human re source  development i n  t h e  S t a t e .  Only S t a t e  depar tments
o f  mental  h e a l t h  a r e  e l i g i b l e  t o  apply  under t h i s  program. Three t y p e s  of 
p r o j e c t s  are e l i g i b l e  f o r  suppor t :  Capac i ty  Bui ld ing ,  S p e c i a l ,  and Academic 
Linkages.  It is expec ted  t h a t  approximately $ 8 0 0 , 0 0 0  w i l l  b e  a v a i l a b l e  f o r  
t h i s  program i n  f i s c a l .  yea r  1 9 8 8 .  The maximum l e v e l  o f  suppor t  f o r  a SHRD 
Capaci ty  Bu i ld ing  p r o j e c t  is $75,000 p e r  yea r ;  f o r  S p e c i a l  p r o j e c t s ,  $100,000 
p e r  yea r ;  and f o r  Academic Linkage p r o j e c t s ,  $30 ,000  p e r  y e a r .  NIMH w i l l  
a ccep t  a p p l i c a t i o n s  f o r  g r a n t s  under t h e  s i n g l e  r e c e i p t  d a t e  o f  February 1 2 ,  
1 9 8 8 .  P o t e n t i a l  a p p l i c a n t s  i n t e r e s t e d  i n  o b t a i n i n g  f u r t h e r  i n fo rma t ion  should 
c o n t a c t :  

Vernon R .  James, Ed .D .  
Ch ie f ,  S t a t e  P lanning  and Human Resource Development Branch 
Div i s ion  o f  Educat ion and S e r v i c e  Systems L ia i son ,  N I M H  
Parklawn Bu i ld ing ,  Room 7-103 
5 6 0 0  F i s h e r s  Lane 
Rockv i l l e ,  Maryland 20857 
Telephoner ( 3 0 1 )  443-4257 

C L I N I C A L  TRAINING GRANTS FOR SUPPORT OF RACIAL/ETHNIC
MINORITY AND DISADVANTAGED STUDENTS 

P.T. 4 4 ,  BB, FF; K.W. 0720005,  0785185,  0785130,  0414004,  0730050 

Nat iona l  I n s t i t u t e  o f  Mental Heal th  

The Na t iona l  I n s t i t u t e  o f  Mental Heal th  ( N I M H )  i n v i t e s  new and competing
renewal a p p l i c a t i o n s  f o r  c l i n i c a l  t r a i n i n g  programs whose purpose is to 
r e c r u i t  and t r a i n  r a c i a l l e t h n i c  minor i ty  and d isadvantaged  i n d i v i d u a l s  as 
mental  h e a l t h  p r o f e s s i o n a l s  i n  s o c i a l  work. p s y c h i a t r i c  nu r s ing ,  p s y c h i a t r y ,
and psychology f o r  p r a c t i c e  wi th  persons  wi th  s e r i o u s  mental  d i s o r d e r s .  I n  
f i s ca l  yea r  1 9 8 8 ,  i t  is expected t h a t  approximately $500 thousand t o  $ 1  
m i l l i o n  w i l l  become a v a i l a b l e  �or new and competing awards under t h i s  r e q u e s t
f o r  a p p l i c a t i o n s .  It i s  expected t h a t  c l i n i c a l  t r a i n i n g  g r a n t  awards w i l l  
r ange  i n  s i z e  up t o  t h e  maximum of  $ 8 0 , 0 0 0  p e r  yea r  f o r  d i r e c t  c o s t s .  
Approximately 6 t o  14  awards a r e  expec ted  t o  be made. Support  may be 
r eques t ed  f o r  up t o  3 y e a r s .  S ince  N I M H  can make no commitment beyond t h e  ,*A , 
f i rs t  yea r ,  t h e  o b j e c t i v e s  and a c t i v i t i e s  o f  t h e  f i rs t  yea r  should  be des igned  
t o  be s i g n i f i c a n t  i n  themselves .  N I M H  w i l l  a ccep t  a p p l i c a t i o n s  f o r  c l i n i c a l  
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t r a i n i n g  g r a n t s  i n  t h i s  area under t h e  s i n g l e  receipt d a t e  o f  February 12, 

1988. Appl icants  must use t h e  Pub l i c  Heal th  S e r v i c e  a p p l i c a t i o n  k i t  (PHS 398, 

Rev. 9 /86 ) .  S t a f f  c o n s u l t a t i o n  on c l i n i c a l  t r a i n i n g  g r a n t s  is  a v a i l a b l e  from 

t h e  fo l lowing:  


P s y c h i a t r i c  Nursing -

D r .  J e a n n e t t e  G .  Chamberlain 


-1 c r  	 Chief ,  P s y c h i a t r i c  Nursing Educat ion Program
Room 7C-06 
Telephone: ( 3 0 1 )  443-5850 

Psych ia t ry  -

D r .  Melvyn R .  Haas 

Chief .  Psvch ia t rv  Educat ion Proaram
-
Room 7C-lb 

Telephone: (301)  443-2120 


Psychology -

D r .  Paul  Wohlford 

Chief ,  Psychology Educat ion Program

Room 7C-06 

Telephone: (301) 443-5850 


S o c i a l  Work -

D r .  Nei lson F. Smith 

Chief ,  S o c i a l  Work Educat ion Program

Room 7C-06 

Telephone: (301) 443-5850 


The mai l ing  addres s  f o r  a l l  of  t h e  above is: 


Div i s ion  of  Educat ion and S e r v i c e  Systems L ia i son  

Nat iona l  I n s t i t u t e  of Mental Heal th  

Parklawn Bui ld ing ,  5600 F i s h e r s  Lane 

Rockvi l le ,  Maryland 20857 


ONGOING PROGRAM ANNOUNCEMENTS 

T!IE ROLE OF GROWTH REGULATORY FACTORS I N  NORMAL AND 
7*w' NE OPLASTIC PROSTATE 

P.T. 34; K.W. 0760020, 0765015, 0715035 

Nat iona l  Cancer I n s t i t u t e  

App l i ca t ion  Rece ip t  Dates: February 1, June 1,  October 1 

The Organ Systems Program o f  t h e  Div i s ion  o f  Cancer Prevent ion  and Cont ro l ,
Nat iona l  Cancer I n s t i t u t e ,  s eeks  a p p l f c a t i o n s  f o r  s t u d i e s  to identify and 
c h a r a c t e r i z e  growth r e g u l a t o r y  f a c t o r s  produced by normal o r  n e o p l a s t i c  
p r o s t a t e  cells, t o  determine t h e i r  p o s s i b l e  a u t o c r i n e  or p a r a c r i n e  f u n c t i o n s  
i n  normal growth and neop las i a ,  and t o  d e f i n e  t h e  r o l e  of  growth r e g u l a t o r y
f a c t o r s  i n  t h e  pa thogenes i s  and metastatic spread  o f  p r o s t a t e  cance r .  

BACKGROUND 

The p r o s t a t e  d i s p l a y s  a wide range and d i v e r s i t y  f o r  growth and metastatic 
p o t e n t i a l .  P r o s t a t e  cancer  is a s s o c i a t e d  wi th  an unusual  and extremely h igh
preva lence  o f  l a t e n t  or dormant cancer  t h a t  is c l e a r l y  i d e n t i f i e d  on 
p a t h o l o g i c a l  examination, bu t  which i n  most cases w i l l  never  grow f u r t h e r  t o  
become c l i n i c a l l y  man i fe s t .  For unknown reasons  growth is  he ld  i n  check i n  
90% o f  t h e s e  l a t e n t  p r o s t a t e  cance r s  and t h i s  is  by t o t a l l y  unknown b i o l o g i c a l
mechanisms. However, t h o s e  l a t e n t  cance r s  t h a t  are subsequent ly  a c t i v a t e d  t o  
grow, produce a m o r t a l i t y  r a t e  t h a t  makes p r o s t a t e  cancer  t h e  second l e a d i n g  
cause  o f  cancer  d e a t h s  i n  t h e  U.S. male. 

The respons iveness  of p r o s t a t e  t i s s u e  t o  androgens and t h e  r o l e  of androgens
i n  p r o s t a t i c  cancer  makes t h e  p r o s t a t e  amenable t o  s tudy ing  a p u t a t i v e  r o l e  
for growth f a c t o r s  i n  mediat ing androgen a c t i o n .  I n  t h e  absence of androgen, 
p r o s t a t e  cancer  does no t  develop.  For example, t h e r e  are no r e p o r t e d  c a s e s  of 
p r o s t a t e  cancer  i n  i n d i v i d u a l s  who have been c a s t r a t e d  i n  e a r l y  l i f e .  I n  
advanced cases of  p r o s t a t e  cancer ,  removal of androgens by c a s t r a t i o n  o r  
e s t r a d i o l  t r ea tmen t  r e s u l t s  i n  a marked r e g r e s s i o n  o f  t h e  cance r .  However, 

t-,' 	 such r e g r e s s i o n  is u s u a l l y  t r a n s i t o r y  and i n  t h e  ma jo r i ty  of cases t h e r e  is a 
r ecu r rence  of cancerous growth a t  some time a f te r  endocr ine  a b l a t i o n  the rapy .
Thus, p r o s t a t e  cancer  appears  androgen dependent du r ing  t h e  e a r l y  s t a g e s  o f  
oncogenesis .  
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It is  clear t h a t  t h e  i n i t i a l  s t i m u l a t i o n  of  p r o s t a t e  growth is  mediated by
androgenic  s t e r o i d s .  I t  may be t h a t  under androgen r e g u l a t i o n ,  growth f a c t o r s  
are expressed  a t  s p e c i f i c  pe r iods  o f  development, t he reby  p l ay ing  an important
r o l e  i n  p r o s t a t e  growth and/or d i f f e r e n t i a t i o n .  Indeed, evidence s u g g e s t s
t h a t  growth f a c t o r s ,  s t i m u l a t e d  by e s t r o g e n s  i n  e s t rogen  respons ive  ce l l s ,  may 
s e r v e  as a u t o c r i n e  media tors  o f  e s t rogen  a c t i o n .  There is a l s o  evidence t h a t  
d i f f e r e n t i a t i o n  o f  e p i t h e l i a l  cel ls  wi th in  t h e  p r o s t a t e  is mediated by
p a r a c r i n e  s i g n a l s  from s t romal  ce l l s .  Thus, it is  reasonab le  t o  s tudy  growth
f a c t o r s  i n  t h e  p r o s t a t e  which may s e r v e  a s  p a r a c r i n e  and/or a u t o c r i n e  
media tors  of  androgen s t i m u l a t i o n .  

A c h a r a c t e r i s t i c  p rope r ty  of  t h e  p r o s t a t e  i s  t h a t  it c o n t a i n s  a h igh
c o n c e n t r a t i o n  o f  androgen r e c e p t o r s .  Androgen r e c e p t o r s  e x h i b i t  a h igh
a f f i n i t y  and s p e c i f i c i t y  f o r  androgenic  s t e r o i d s  and t h e s e  s t e r o i d  r e c e p t o r
complexes b ind  t o  DNA i n  androgen-responsive genes.  Recent ly  t h e  genes coding
f o r  two i n t r a n u c l e a r  s t e r o i d  r e c e p t o r s ,  i . e . ,  g l u c o c o r t i c o i d  and e s t rogen ,
have been cloned and sequenced. I n t e r e s t i n g l y ,  bo th  have segments o f  
n u c l e o t i d e  sequences ve ry  similar t o  a segment of  t h e  oncogene, vErb A, which 
codes f o r  a nuc lea r  p r o t e i n .  Other oncogenic p roduc t s  have been demonstrated 
t o  have sequence homologies s imilar  t o  p r o t e i n s  t h a t  are important  media tors  
of  hormone a c t i o n  on t a r g e t  c e l l s .  I t  i s  t h e r e f o r e  l i k e l y  t h a t  growth f a c t o r s  
w i th in  t h e  p r o s t a t e  may be r e l a t e d  t o  oncogene p roduc t s .  There is a l s o  t h e  
p o s s i b i l i t y  t h a t  androgen-dependent c e l l s  w i th in  t h e  p r o s t a t e  are t ransformed 
t o  an androgen-independent s t a t e  by a l t e r a t i o n s  i n  growth f a c t o r  r e g u l a t i o n .
Thus, s t u d i e s  on growth f a c t o r s  i n  t h e  p r o s t a t e  may e l u c i d a t e  a l t e r n a t i v e  
mechanisms by which androgens r e g u l a t e  p r o s t a t e  f u n c t i o n  and may c o n t r i b u t e  t o  
unders tanding  how cancer  ce l l s  become androgen-independent.  

As p r o s t a t e  growth r e g u l a t o r y  f a c t o r s  a r e  i d e n t i f i e d  and p u r i f i e d ,  it becomes 
important  t o  c h a r a c t e r i z e  t h e  mechanisms by which t h e y  effect  normal and 
malignant  growth and t h e i r  i n t e r a c t i o n s  wi th  t h e  d i f f e r e n t  c e l l u l a r  e lements  
o f  t h e  p r o s t a t e .  Stromal e lements  can effect  t h e  growth of p r o s t a t i c  cancer  
ce l l s .  It h a s  been r e p o r t e d  t h a t  cond i t ioned  media from f i b r o b l a s t s  de r ived  
from t h e  prostate ,  bu t  no t  from t h e  s k i n ,  c o n t a i n  a subs tance  which i n h i b i t s  
t h e  growth of an e s t a b l i s h e d  p r o s t a t i c  cancer  l i n e  i n  v i t r o .  Def in ing  t h e  
s p e c i f i c i t y  of t h e  s t roma l  e p i t h e l i a l  i n t e r a c t i o n  o f  t h e s e  p a r a c r i n e  f a c t o r s  
may provide  a b e t t e r  unders tanding  of  t h e  wide v a r i a b i l i t y  of  t h e  malignant
p o t e n t i a l  o f  p r o s t a t i c  cance r .  I d e n t i f i c a t i o n  and p u r i f i c a t i o n  o f  t h e s e  
p a r a c r i n e  f a c t o r s  could  a l s o  open new avenues f o r  t r ea tmen t  of  p r o s t a t i c  
cance r .  

There are l i t t l e  d a t a  r ega rd ing  a u t o c r i n e  f a c t o r s  involved i n  t h e  growth o f  
p r o s t a t i c  cance r .  A p r o s t a t i c  e p i t h e l i a l  c e l l  growth medium has  been 
formula ted  t h a t  c o n t a i n s  c h o l e r a  t o x i n ,  extract  from e i t h e r  t h e  p i t u i t a r y  o r  
hypothalamus and epidermal  growth f a c t o r .  It i s  no t  known how t h e s e  are 
r e l a t e d  t o  endogenous endocr ine ,  p a r a c r i n e  o r  a u t o c r i n e  f a c t o r s  t h a t  affect  
p r o s t a t i c  growth. Furthermore,  t h e s e  p r o s t a t i c  growth media are supplemented
wi th  g l u c o c o r t i c o i d s  but  n o t  androgens.  The l a c k  o f  androgen effect  on growth
i n  v i t r o  i n  c o n t r a s t  t o  i n  v ivo  is  puzz l ing .  The ques t ion  is r a i s e d  whether 
androgens b lock  growth i n h i b i t o r y  f a c t o r s  i n  v ivo ,  o r  whether c h o l e r a  t o x i n ,
b r a i n  e x t r a c t ,  and EGF provide  growth s t i m u l a t i o n  t h a t  would o therwise  be 
induced by androgens.  The development of  a spectrum of  androgen-dependent
p r o s t a t i c  cancer  c e l l  l i n e s  would permit  r e s o l u t i o n  o f  which a u t o c r i n e  f a c t o r s  
are important  i n  t h e  p rogres s ion  of p r o s t a t i c  cancer from androgen-dependent 
t o  independent growth. 

P r o s t a t e  cancer  is  a slow-growing s o l i d  tumor. S ince  t h e r e  is l i t t l e  evidence 
of i nc reased  m i t o t i c  a c t i v i t y  i n  p r o s t a t e  cancer  compared t o  normal t i s s u e ,  it 
h a s  been sugges ted  t h a t  p r o s t a t e  tumor growth r e g u l a t i o n  may p o s s i b l y  involve  
a l t e r a t i o n s  i n  t h e  tumor c e l l  dea th  r a t e ,  i . e . ,  i nc reased  n e o p l a s t i c  growth
ref lects  a s h i f t  i n  t h e  ba lance  between ce l l  r e p l i c a t i o n  and t h e  ra te  o f  ce l l  
dea th ,  such t h a t  a p o s i t i v e  n e t  accumulat ion of  tumor ce l l s  occur s .  To d a t e ,  
most i n v e s t i g a t i o n s  have focu,rod on f a c t o r s  a s s o c i a t e d  wi th  i n c r e a s i n g  c e l l  
p r o l i f e r a t i o n .  Recent ly ,  it has  been shown t h a t  androgen-sens i t ive  tumor 
growth i n  rats is mediated through androgens dec reas ing  t h e  ra te  of  tumor c e l l  
dea th ,  whi le  i n  o t h e r  tumor models, androgens have been shown t o  i n c r e a s e  c e l l  
r e p l i c a t i o n .  How growth r e g u l a t o r y  f a c t o r s  might a l t e r  t h e  ba lance  between 
c e l l  p r o l i f e r a t i o n  and dea th  by e i t h e r  a p o s i t i v e  i n c r e a s e  i n  c e l l  r e p l i c a t i o n  
o r  th rough a l t e r i n g  o r  i n h i b i t i n g  t h e  ra te  of  cel l  dea th  is  n o t  known. 

RESEARCH GOALS AND SCOPE 

Observa t ions  desc r ibed  above sugges t  t h a t  a u t o c r i n e ,  p a r a c r i n e  and endocr ine  
f a c t o r s  are involved wi th  t h e  r e g u l a t i o n  o f  p r o s t a t e  growth. It is t i m e l y  t o  
encourage r e s e a r c h  e f f o r t s  t o  understand how normal p r o s t a t e  growth is  
c o n t r o l l e d  and r e g u l a t e d ,  and how t h e s e  c o n t r o l s  are a l t e r e d  o r  uncoupled i n  
bo th  androgen-sens i t ive  and androgen- insens i t i ve  autonomous p r o s t a t e  cancer  
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growth and metastasis. T h i s  announcement i s  in tended  t o  s t i m u l a t e  r e s e a r c h  on 
p r o s t a t e  growth r e g u l a t o r y  f a c t o r s  and addres s  f a c t o r s  involved  wi th  
s t i m u l a t i n g  DNA r e p l i c a t i o n ,  and a l t e r i n g  rates o f  c e l l  dea th .  

P o s s i b l e  approaches could  inc lude  i s o l a t i o n  and i d e n t i f i c a t i o n  o f  p r o s t a t e
growth r e g u l a t i n g  f a c t o r ( s 1  ( s t i m u l a t o r s  and lo r  i n h i b i t o r s )  from normal and 
n e o p l a s t i c  p r o s t a t e .  Development o f  new animal and human p r o s t a t e  s t roma l  
and/or e p i t h e l i a l  a s s a y  systems i s  encouraged s i n c e  growth f a c t o r  effects  011 
d i f f e r e n t  c e l l  t y p e s  may vary  and such a s say  systems a r e  e s s e n t i a l  f o r  t h e  
i d e n t i f i c a t i o n  of p r o s t a t e  s p e c i f i c  f a c t o r s .  Growth r e g u l a t o r y  f a c t o r s  need 
t o  be c h a r a c t e r i z e d  i n  comparison t o  t h e  b i o l o g i c a l  a c t i v i t i e s  o f  o t h e r  known 
growth f a c t o r s  and p u r i f i e d  f o r  p a r t i a l  sequencing and p roduc t ion  o f  
po lyc lona l  o r  monoclonal a n t i b o d i e s .  F u r t h e r  s t r u c t u r a l  a n a l y s i s  by i s o l a t i o n  
o f  cDNA probes  from animal and human p r o s t a t e  cDNA l i b r a r i e s  i s  encouraged.
Obtaining t h e  f u l l  n u c l e o t i d e  sequence o f  p r o s t a t e  growth r e g u l a t o r y  f a c t o r ( s 1
w i l l  make it p o s s i b l e  t o  d e r i v e  t h e  amino a c i d  sequence f o r  comparison wi th  
sequences of  known growth f a c t o r s  and oncogenes.  

B i o l o g i c a l  a c t i v i t y  o f  growth f a c t o r s  i n  t h e  p r o s t a t e  could  be  pursued by
i d e n t i f y i n g  t h e  c e l l  t y p e s  responding t o  growth r e g u l a t o r y  f a c t o r s ,  whether 
s t roma l  o r  e p i t h e l i a l ,  by i d e n t i f y i n g  s p e c i f i c  c e l l  s u r f a c e  r e c e p t o r s  and by
measuring t h e  growth responses  o f  d i f f e r e n t  p r o s t a t e  c e l l  t y p e s .  Other  
p o s s i b l e  approaches inc lude  l o c a l i z i n g  t h e  s i t e  o f  product ion  o f  p r o s t a t e
de r ived  growth f a c t o r s ,  de te rmining  t h e  p a t t e r n s  o f  hormonal r e g u l a t i o n  of 
t h e s e  f a c t o r s  and i n v e s t i g a t i n g  t h e i r  r o l e  as hormones. It h a s  long  been 
recognized  t h a t  p r o s t a t e  development and growth are r e g u l a t e d  by t h e  male 
hormone, d i h y d r o t e s t o s t e r o n e .  It is  becoming i n c r e a s i n g l y  suspec t ,  however,
t h a t  t h i s  effect  o f  androgen is no t  a d i r e c t  a c t i o n  on DNA s y n t h e s i s ,  bu t  
r a t h e r  one mediated by o t h e r  i n t r a c e l l u l a r  r e g u l a t o r s .  From what is known 
about  c e l l  c y c l e  c o n t r o l ,  it i s  l i k e l y  t h a t  growth r e g u l a t o r y  f a c t o r s  mediate  
androgen c o n t r o l  of  p r o s t a t e  growth. Thus, it w i l l  be  impor tan t  n o t  on ly  t o  
de te rmine  whether growth f a c t o r s  a r e  r e spons ive  t o  androgen s t i m u l a t i o n  o f  
normal and n e o p l a s t i c  p r o s t a t e ,  bu t  t o  l e a r n  a l s o  whether o t h e r  hormones and 
growth f a c t o r s  s t i m u l a t e  p r o s t a t e  growth r e g u l a t o r y  f a c t o r s ,  

The above d e s c r i b e s  examples o f  p o s s j b l e  approaches.  It is  n o t  impl ied  t h a t  
any s i n g l e  a p p l i c a n t  should  pursue  all o r  any o f  t h e s e  approaches.  Other  
approaches wi th  a p p r o p r i a t e  r a t i o n a l e s  are a l s o  encouraged. 

MECHANISM OF SUPPORT 

T h i s  program w i l l  be  suppor ted  through t r a d i t i o n a l  r e s e a r c h  g r a n t s .  P o l i c i e s  
f o r  g r a n t  programs o f  t h e  Na t iona l  I n s t i t u t e s  o f  Heal th  w i l l  app ly .  

APPLICATION AND REVIEW PROCEDURES 

Grant a p p l i c a t i o n s  i n  response  t o  t h i s  announcement w i l l  be  reviewed i n  
accordance wi th  t h e  u s u a l  P u b l i c  Heal th  S e r v i c e  Peer  Review (Study S e c t i o n )
procedures .  Review c r i t e r i a  inc lude  t h e  s i g n i f i c a n c e  and o r i g i n a l i t y  o f  
r e s e a r c h  g o a l s  and approaches;  f e a s i b i l i t y  o f  r e s e a r c h  and adequacy o f  
exper imenta l  des ign;  adequacy of a v a i l a b l e  f a c i l i t i e s  and a p p r o p r i a t e n e s s  of 
t h e  r eques t ed  budget r e l a t i v e  t o  t h e  work proposed.  Following Study S e c t i o n  
review, f u r t h e r  e v a l u a t i o n  w i l l  be provided  by an  a p p r o p r i a t e  Na t iona l  
Advisory Board/Council .  Funding d e c i s i o n s  w i l l  be  based on t h e  above 
e v a l u a t i o n s  and on t h e  a v a i l a b i l i t y  o f  funds .  

App l i ca t ions  should  be submi t ted  on Form PHS-398, r e v i s e d  9/86, a v a i l a b l e  i n  
t h e  b u s i n e s s  o r  g r a n t s  o f f i c e  a t  most academic o r  r e s e a r c h  i n s t i t u t i o n s ,  or 
from t h e  Div i s ion  o f  Research Grants ,  Na t iona l  I n s t i t u t e s  o f  Hea l th .  
App l i ca t ions  w i l l  be  accepted  i n  accordance wi th  t h e  d a t e s  f o r  r e c e i p t  of new 
a p p l i c a t i o n s  on an  i n d e f i n i t e  b a s i s :  

February 1 June  1 October 1 

The phrase  " P r o s t a t e  Growth Regula tory  Fac to r s "  should  be typed  on l i n e  2 o f  
t h e  face page o f  t h e  a p p l i c a t i o n .  The o r i g i n a l  and s i x  c o p i e s  should  be sen t  
t o  : 

Grant App l i ca t ions  Rece ip t  O f f  ice  
Div i s ion  o f  Research Grants  
Na t iona l  I n s t i t u t e s  of Heal th  
Westwood Bu i ld ing ,  Room 240 
Bethesda, Maryland 20892-4500xS 
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A copy of t h e  face page and summary page o f  t h e  a p p l i c a t i o n  should  be  s e n t  

under s e p a r a t e  cover  t o :  


D r .  Andrew Chiarodo 

Organ Systems S e c t i o n  

Cancer Cen te r s  Branch 

Div i s ion  o f  Cancer Prevent ion  and Cont ro l  

Nat iona l  Cancer I n s t i t u t e  

B l a i r  Bui ld ing ,  Room 717 

Bethesda,  Maryland 20892-4200 

Telephone: ( 3 0 1 )  427-8818 
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EVALUATION AND UTILIZATION OF TRANSGENIC ANIMAL MODELS 

I N  STUDIES OF PANCREATIC CANCER 


P.T. 3 4 ;  K.W. 0715035,  0755020 

Nat iona l  Cancer I n s t i t u t e  

App l i ca t ion  Rece ip t  Dates: February 1 ,  June  1, October 1 

The Organ Systems Program, through t h e  Na t iona l  Cancer I n s t i t u t e  D i v i s i o n  o f  
Cancer P reven t ion  and Cont ro l ,  s eeks  a p p l i c a t i o n s  propos ing  s t u d i e s  t o  
e v a l u a t e ,  develop and u t i l i z e  t r a n s g e n i c  animal  model systems f o r  ana lyz ing
p a n c r e a t i c  cance r .  The g o a l  is t o  s t i m u l a t e  r e s e a r c h  i n  ( 1 )  t h e  u t i l i z a t i o n  
o f  a v a i l a b l e  t r a n s g e n i c  mouse models of acinar cell p a n c r e a t i c  cancer f o r  
s t u d i e s  o f  mechanisms o f  c a r c i n o g e n e s i s ,  c e l l  o f  o r i g i n  and tumor markers;  (2)
t h e  e s t ab l i shmen t  and use  of  t r a n s g e n i c  murine model f o r  s t u d i e s  o f  d u c t a l  
c e l l  p a n c r e a t i c  cance r ;  and ( 3 )  t h e  e s t ab l i shmen t  and use  o f  t r a n s g e n i c  
systems i n  s p e c i e s  o t h e r  t h a n  t h e  mouse, c h i e f l y  t h o s e  which have a p r o p e n s i t y
f o r  d u c t a l  c e l l  p a n c r e a t i c  adenocarcinoma such as t h e  S y r i a n  hamster .  

BACKGROUND 

P a n c r e a t i c  adenocarcinoma ranks  as t h e  f o u r t h  h i g h e s t  cause of cancer d e a t h s  
i n  t h e  United S t a t e s .  Of approximately 2 5 , 0 0 0  new cases i n  1987,  most w i l l  
d i e  w i t h i n  a yea r ,  and fewer t h a n  5 0 0  a r e  expec ted  t o  l i v e  beyond f i v e  y e a r s .
Curren t  t r e a t m e n t  methodologies  are expec ted  t o  have l i t t l e  effect  on t h i s  
outcome, and t h e  causes  and n a t u r a l  h i s t o r y  o f  t h e  d i s e a s e  are l i t t l e  
unders tood .  Add i t iona l  s t u d i e s  o f  p a n c r e a t i c  adenocarcinoma are needed i n  
o r d e r  t o  develop markers f o r  u se  i n  e a r l y  d e t e c t i o n ,  i d e n t i f y  mechanisms o f  
c a r c i n o g e n e s i s ,  i d e n t i f y  developmental  t i m e  p o i n t s  i n  t h e  malignant
t r a n s f o r m a t i o n  p rocess ,  and i d e n t i f y  a g e n t s  which may l e a d  t o  preven t ion  or 
c o n t r o l .  

There are a number o f  r easons  t o  b e l i e v e  t h a t  r e s e a r c h  i n  p a n c r e a t i c  cance r  
would be enhanced i f  a d d i t i o n a l  u s e f u l  animal tumor models were developed.
Few i n v e s t i g a t o r s  are u s i n g  t h e  tumor models which are c u r r e n t l y  a v a i l a b l e  f o r  
s t u d i e s  of p a n c r e a t i c  ca rc inogenes i s .  One o b j e c t i o n  t o  most e x i s t i n g  models 
is  t h a t  t h e y  invo lve  development o f  a c i n a r  c e l l  adenocarcinomas r a t h e r  t h a n  
d u c t a l  tumors .  P a t h o l o g i s t s  who s tudy  t h e  human d i s e a s e  d e f i n e  it as d u c t a l  
r a t h e r  t h a n  a c i n a r  i n  appearance and p o s s i b l y  i n  o r i g i n .  One model i nvo lv ing
t h e  i n j e c t i o n  o f  n i t ro samines  i n t o  S y r i a n  hamsters  does p rov ide  d u c t a l  c e l l  
tumors .  Neve r the l e s s ,  t h e r e  i s  a l ong  t i m e  t o  appearance o f  t r u e  
adenocarcinomas, and t h e r e  a r e  d i f f e r e n c e s  among animals  in t i m e  o f  appearance
and n a t u r e  o f  t h e s e  l e s i o n s .  

The r e c e n t  development o f  t r a n s g e n i c  mouse models f o r  p a n c r e a t i c  cance r  
p rov ides  exper imenta l  systems which a r e  a c c e s s i b l e  and manipulable .  An 
a c c e l e r a t e d  product ion  of  t r a n s g e n i c  models, u s i n g  t h e  mouse and a d d i t i o n a l  
s p e c i e s ,  would s t i m u l a t e  t h e  f i e l d  by p rov id ing  t o o l s  f o r  ana lyz ing  how 
oncogenes o r  t r ans fo rming  genes f u n c t i o n  i n  p a n c r e a t i c  t umor igenes i s .
Transgenic  systems might a l low d e l i n e a t i o n  o f  s t a g e s  when d i f f e r e n t i a t i n g
p a n c r e a t i c  c e l l s  become s u s c e p t i b l e  t o  i n i t i a t i o n  or promotion i n  
c a r c i n o g e n e s i s .  Also,  such systems might make p o s s i b l e  t h e  i d e n t i f i c a t i o n  of 
environmental  f a c t o r s  i n f l u e n c i n g  t h e s e  p r o c e s s e s .  

10 



71'cILJ 

%d 

An i s s u e  which is  r e l a t e d  t o  t h e  above c o n s i d e r a t i o n s  i s  t h a t  o f  i d e n t i f y i n g
t h e  c e l l s  o f  o r i g i n  f o r  p a n c r e a t i c  tumors.  Are acinar and d u c t a l  c e l l s  of t h e  
pancreas  both  de r ived  from common p recu r so r  stem c e l l s ?  Concomitantly,  are 
d i f f e r e n c e s  between a c i n a r  and d u c t a l  c e l l s  q u a n t i t a t i v e  o r  q u a l i t a t i v e ?
There is t h e  p o s s i b i l i t y  t h a t  d u c t a l  c e l l  adenocarcinomas a r e  de r ived  from 
a c i n a r  cel ls  which have d e - d i f f e r e n t i a t e d  as p a r t  o f  t h e  t r ans fo rma t ion  
p rocess .  Some i n  v i t r o  s t u d i e s  are c o n s i s t e n t  with t h i s  p o s s i b i l i t y .  For 
example, AR42J pancreas  tumor ce l l s  do no t  appear d i f f e r e n t i a t e d ,  bu t  exposure 
t o  dexamethasone induces expres s ion  o f  n e a r l y  a l l  t h e  exoc r ine  p a n c r e a t i c  
s e c r e t o r y  p r o t e i n s .  S i m i l a r l y ,  organ c u l t u r e s  of  p a n c r e a t i c  rudiments  
ob ta ined  a t  a s t a g e  when phenotypic  expres s ion  is no t  y e t  apparent  can be 
induced t o  expres s  d i f f e r e n t i a t i o n  end-products premature ly .  

RESEARCH GOALS AND SCOPE 

A t  t h e  p r e s e n t  time, o r i g i n a t i o n  o f  a t  least  two t r a n s g e n i c  mouse systems,
both r e s u l t i n g  i n  a c i n a r  c e l l  p a n c r e a t i c  adenocarcinomas, has  been r e p o r t e d .
I n  t h e  development o f  a t r a n s g e n i c  system, expres s ion  o f  a f o r e i g n  gene can be  
t a r g e t e d  t o  c e l l s  o f  t h e  pancreas .  A f o r e i g n  gene is a t t a c h e d  t o  t h e  
promoter-enhancer r eg ion  of  a panc reas - spec i f i c  gene, such as t h a t  f o r  
p a n c r e a t i c  e l a s t a s e .  I n s e r t i o n  of  such a DNA c o n s t r u c t  i n t o  t h e  germ l i n e  by
i n j e c t i o n  i n t o  a mouse egg r e s u l t s  i n  subsequent expres s ion  of  t h e  gene i n  t h e  
pancreas  c e l l s .  

Simian tumor v i r u s  40 causes  malignant t r ans fo rma t ion  i n  a number o f  systems,
and i f  used a s  t h e  t ransforming  p o r t i o n  of  a c o n s t r u c t ,  r e s u l t s  i n  acinar ce l l  
p a n c r e a t i c  adenocarcinomas which develop i n  mice a t  about 3-6 months o f  age.
Such newborn mice show hyperp la s i a  o f  t h e  pancreas ,  and t h e r e  appears  t o  be a 
2-3 f o l d  i n c r e a s e  i n  t h e  number o f  ce l l s  p e r  ac inus ,  wi th  t h e  o v e r a l l  
morphology remaining f a i r l y  normal. A t  about one-month of age, t h e  ma jo r i ty
o f  t h e s e  cel ls  a r e  t e t r a p l o i d ,  when hundreds of  nodules  develop wi th in  t h e  
pancreas .  The nodules  p r o l i f e r a t e  r a p i d l y  and by 3-4 months o f  age g i v e  rise 
t o  a mult i -nodular ,  3-9 gm pancreas .  A t  t h i s  t i m e ,  i n d i v i d u a l  nodules  have 
d i f f e r e n t  c h a r a c t e r i s t i c  aneuploid DNA c o n t e n t s .  Cur ren t ly ,  f o u r  l i n e s  of  
t r a n s g e n i c  mice c a r r y i n g  SV40 are a v a i l a b l e .  

I n t r o d u c t i o n  o f  p a n c r e a t i c  elastase-SV40 gene c o n s t r u c t s  i n t o  t h e  germ l i n e  of  
mice have provided s t r a i n s  i n  which 100 percen t  o f  t h e  progeny develop
p a n c r e a t i c  cance r .  Seve ra l  s t r a i n s  are homozygous wi th  r ega rd  t o  t h e  g e n e t i c  
c o n s t r u c t .  They need t o  be eva lua ted  f o r  tumor h i s topa tho logy  and f o r  
f e a t u r e s  of  tumor development. They might be u s e f u l  i n  s t u d i e s  of mechanisms 
t h a t  b r i n g  about  ca rc inogenes i s  and might be a p p r o p r i a t e  f o r  u s e  i n  s t u d i e s  of 
tumor markers f o r  p a n c r e a t i c  cance r .  

It might be p o s s i b l e  t o  a t t a c h  an oncogene t o  t h e  promotor-enhancer r eg ion  o f  
a gene s p e c i f i c  f o r  p a n c r e a t i c  d u c t a l  cel ls ,  the reby  t a r g e t i n g  t r ans fo rma t ion  
e v e n t ( s 1  s p e c i f i c a l l y  t o  d u c t a l  c e l l s .  Such a model would be h igh ly  u s e f u l  i n  
p a n c r e a t i c  cancer  r e s e a r c h .  The f e a s i b i l i t y  of  t h i s  approach is demonstrated 
by t h e  c u r r e n t  t r a n s g e n i c  mouse models which t a r g e t  t r ans fo rma t ion  t o  a c i n a r  
ce l l s .  S i m i l a r  t o  t h e  SV40 t r a n s g e n i c  system desc r ibed  above, i n t r o d u c t i o n  of 
oncogenic (mutated)  r a s - p a n c r e a t i c  e l a s t a s e  c o n s t r u c t s  will t r ans fo rm acinar 
cells. The f e t u s e s  develop a c i n a r  c e l l  adenocarcinomas, and t h e  mice d i e  a 
few days a f t e r  b i r t h .  By day 16 of embryogenesis,  j u s t  a few days a f t e r  t h e  
pancreas  has begun t o  develop, t h e  pancreas  is a l r e a d y  huge, perhaps 3-10 
t imes  normal s ize .  The a c i n a r  s t r u c t u r e  is c l e a r l y  abnormal, and by day 20,
about  t h e  t i m e  o f  b i r t h ,  t h e  en la rged  pancreas  is  ve ry  c y s t i c ,  and normal 
a c i n a r  s t r u c t u r e  does no t  e x i s t .  Th i s  embryonic tumor model i s  p o t e n t i a l l y
u s e f u l ,  bu t  s i n c e  t h e  mice d i e  b e f o r e  breeding  age,  a colony cannot  be 
e s t a b l i s h e d .  

I n  Syr i an  hamsters ,  chemical carc inogens  induce p r i m a r i l y  d u c t a l  cel l  tumors 
o f  t h e  pancreas ,  where i n  o t h e r  s p e c i e s  t h e  same carc inogens  induce a c i n a r  
c e l l  tumors.  Th i s  i n d i c a t e s  t h a t  t h e  development and r e s u l t i n g  h i s topa tho logy
of  such tumors is in f luenced  by s p e c i e s - s p e c i f i c  f a c t o r s .  The phenotypic  
appearance of t r a n s g e n i c  adenocarcinomas might be s i m i l a r l y  in f luenced  by how 
in t roduced  c o n s t r u c t s  i n t e r a c t  wi th  h o s t  s p e c i e s .  If so, t h e n  s t u d i e s  o f  
t r a n s g e n i c  models might provide  answers t o  q u e s t i o n s  about  p a n c r e a t i c  tumor 
c e l l  l i n e a g e  and c o n t r o l  o f  tumor c e l l  d i f f e r e n t i a t i o n .  

Immediate o b s t a c l e s  t o  t h e  development of a d d i t i o n a l  t r a n s g e n i c  p a n c r e a t i c  
cancer  models are l a r g e l y  o p e r a t i o n a l ,  such as t h e  a v a i l a b i l i t y  and 
m a n i p u l a b i l i t y  of  s u f f i c i e n t  numbers o f  rodent  o r  hamster eggs .  Researchers  
i n  c e l l u l a r  and molecular  b io logy  and i n  ca rc inogenes i s ,  who have t h i s  
c a p a b i l i t y  and have e x p e r t i s e  a v a i l a b l e  f o r  developing t r a n s g e n i c  animal 
systems, would be a p p r o p r i a t e  a p p l i c a n t s  f o r  t h i s  announcement. Also,
m u l t i d i s c i p l i n a r y  teams which have e x p e r t i s e  i n  t r a n s g e n i c  systems, molecular  
b io logy ,  r ep roduc t ive  b io logy  and ca rc inogenes i s  would be a p p r o p r i a t e
a p p l i c a n t s .  
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MECHANISM OF SUPPORT 

T h i s  program w i l l  b e  suppor ted  through t r a d i t i o n a l  r e s e a r c h  g r a n t s .  Awards 
w i l l  be  made t o  p u b l i c ,  p r i v a t e  non-p ro f i t ,  and f o r  p r o f i t  o r g a n i z a t i o n s .
P o l i c i e s  f o r  g r a n t  programs o f  t h e  Na t iona l  I n s t i t u t e s  of Hea l th  w i l l  app ly .  

APPLICATION AND REVIEW PROCEDURES 

Grant  a p p l i c a t i o n s  i n  response  t o  t h i s  announcement w i l l  b e  reviewed i n  
accordance wi th  t h e  u s u a l  Na t iona l  I n s t i t u t e s  o f  Heal th  S e r v i c e  pee r  review 
(Study S e c t i o n )  procedures .  Review c r i t e r i a  inc lude  t h e  s i g n i f i c a n c e  and 
o r i g i n a l i t y  o f  r e s e a r c h  g o a l s  and approaches;  f e a s i b i l i t y  o f  r e s e a r c h  and 
adequacy o f  exper imenta l  des ign;  adequacy o f  a v a i l a b l e  f a c i l i t i e s  and 
a p p r o p r i a t e n e s s  o f  t h e  r eques t ed  budget y e l a t i v e  t o  t h e  work proposed.
Fol lowing Study S e c t i o n  review, f u r t h e r  e v a l u a t i o n  w i l l  be  provided by an 
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t h e  b u s i n e s s  o r  g r a n t s  o f f i c e  a t  most academic o r  r e s e a r c h  i n s t i t u t i o n s ,  o r  
from t h e  Div i s ion  o f  Research Grants ,  Na t iona l  I n s t i t u t e s  o f  Hea l th .  
App l i ca t ions  w i l l  be accepted  i n  accordance wi th  t h e  d a t e s  for r e c e i p t  of new 
a p p l i c a t i o n s  on an  i n d e f i n i t e  b a s i s :  

February 1 June  1 October 1 

The phrase  "EVALUATION AND UTILIZATION OF TRANSGENIC ANIMAL MODELS I N  STUDIES 
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Westwood Bui ld ing ,  Room 240 

Bethesda,  Maryland 20892-4500XX 


A copy o f  t h e  face page and summary page of t h e  a p p l i c a t i o n  should  be sent  

under s e p a r a t e  cover  t o :  


D r .  W i l l i a m  E .  S t r a i l e  

Organ Systems S e c t  i on  

Cancer Cen te r s  Branch 

D i v i s i o n  o f  Cancer Prevent ion  and Cont ro l  

Nat iona l  Cancer I n s t i t u t e  

Blair  Bui ld ing ,  Room 717 

Bethesda,  Maryland 20892-4200 

Telephone: (301 )  427-8818 
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( P u b l i c  Law 78-410,  as amended; 42 USC 241;  42 USC 2 8 2 )  and admin i s t e red  under  
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